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(FILE 'HOME' ENTERED AT 17:56:14 ON 30 DEC 2002) 

FILE 'MEDLINE, CAPLUS, BIOSIS, EMBASE, SCISEARCH, AGRICOLA' 
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17:56:41 ON 30 DEC 2002 
LI 69852 S ERYTHROPOIETIN 
L2 1520 S LI (P)MODIF? 
L3 36 S LI (P) PEGYLATED 
L4 7 S LI (P) PEG (P) CONJUGATE 

L5 43 S L3 OR L4 

L6 671 S COMPOSITION (P) (LI OR L2 OR L5) 

L7 2147453 S PHOSPHATE OR SULFATE OR CITRATE 

L8 26 S L6 (P) L7 

L9 1 8 DUPLICATE REMOVE L8 (8 DUPLICATES REMOVED) 

L 1 0 1 29664 S POLYOL OR M ANNITOL 

Lll 321133 SARGININE 

L 1 2 2208 1 0 S METHIONINE 

L13 1 SL9(P)(L10ORLll ORL12) 



=> log y 



FILE 'HOME' ENTERED AT 17:56:14 ON 30 DEC 2002 



=> file medline caplus biosis embase scisearch agricola 

COST IN U.S. DOLLARS SINCE FILE TOTAL 
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FULL ESTIMATED COST 0.21 0.21 

FILE ' MEDLINE ' ENTERED AT 17:56:41 ON 30 DEC 2002 

FILE ' CAPLUS ' ENTERED AT 17:56:41 ON 30 DEC 2002 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS " FOR DETAILS. 

COPYRIGHT (C) 2002 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE 'BIOSIS' ENTERED AT 17:56:41 ON 30 DEC 2002 
COPYRIGHT (C) 2002 BIOLOGICAL ABSTRACTS INC. (R) 

FILE 'EMBASE' ENTERED AT 17:56:41 ON 30 DEC 2002 

COPYRIGHT (C) 2002 Elsevier Science B.V. All rights reserved. 

FILE ' SCISEARCH ' ENTERED AT 17:56:41 ON 30 DEC 2002 

COPYRIGHT (C) 2002 Institute for Scientific Information (ISI) (R) 

FILE 'AGRICOLA' ENTERED AT 17:56:41 ON 30 DEC 2002 

=> s erythropoietin 

LI 69852 ERYTHROPOIETIN 

=> s 11 (p) modif? 

L2 1520 LI (P) MODIF? 

=> s 11 (p) pegylated 

L3 3 6 LI (P) PEGYLATED 

-> s 11 (p) PEG (p) conjugate 

L4 7 LI (P) PEG (P) CONJUGATE 

= > s 13 or 14 

L5 43 L3 OR L4 

=> s composition (p) (11 or 12 or 15) 

L6 671 COMPOSITION (P) (LI OR L2 OR L5 ) 

=> s phosphate or sulfate or citrate 

L7 2147453 PHOSPHATE OR SULFATE OR CITRATE 

=> s 16 (p) 17 

L8 26 L6 (P) L7 

=> duplicate remove 18 

DUPLICATE PREFERENCE IS ' MEDLINE , CAPLUS , BIOSIS, EMBASE , SCISEARCH' 
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PROCESSING COMPLETED FOR L8 

L9 18 DUPLICATE REMOVE L8 (8 DUPLICATES REMOVED) 

=> d 19 1-18 ibib abs 
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The present invention relates generally to an oral drug delivery system 
which incorporates a therapeutic bioactive agent with biodegradable 
calcium phosphate particles, the particles then encapsulated by casein. 
The resulting particles provide a carrier designed to protect the 
therapeutic agent in the harsh, acidic environment of the stomach before 
releasing the agent into the small intestine. The therapeutic agent may 
be any therapeutically effective agent, such as a natural isolate or 
synthetic chem. or biol . agent, and in particular, may be a protein or a 
peptide such as insulin. Also incorporated with the particles may be 
addnl . surface modifying agents to assist binding, controlled release, or 
to otherwise modify the particles. The particles generally support the 
therapeutic agent to form controlled- or sustained-release particles for 
the oral or mucosal delivery of the therapeutic agent over time, wherein 
the agent is incorporated into the structure of the particle core, 
disposed on the surface of the particle, or both. Particles having at 
least a partial coating of human insulin were prepd. by simultaneously 
injecting 5 mL of 125 mM CaC12 and 1 mL 156 mM sodium citrate into a 
beaker contg. 100 mL 1% PEG. A ppt . was formed following the addn . of 5 
mL 125 mM Na2HP04 . . Mixing was continued for 48 h at room temp. The 
resulting particle suspension was sonicated at max. power for 15 min and 
stored at room temp, until ready for insulin attachment. 
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This work may be considered as a model study for therapeutic protein 
prodn., and a theor. approach to hypothesise new medical strategies to 
further applied medical questions. A comprehensive generalised metabolic 
reaction network of Bacillus lichenif ormis that considers 149 reaction 
fluxes and 106 metabolites was used in the mass flux balance -based 
stoichiometric model for the anal, of human leukocyte interferon 
{ IFN- . alpha . 1 ) and * * *erythropoiet in* * * (EPO) prodn. capacities of 
recombinant Bacillus species. The importance of cellular energetics on 
optimum performance was quant, assessed. The metabolic pathways leading 
to optimized IFN- . alpha. 1 and EPO overprodn. were detd. for the two carbon 
sources that have different redn. degrees {.gamma.), i.e. glucose 
( . gamma . =4 . 0 ) and * * *ci trate* * * ( . gamma . =3 . 0 ) , and the variation of 
the fluxes were obtained. Metabolic capacity analyses showed that max. 
IFN- . alpha. 1 and EPO synthesis rates were, resp., 0.062 and 0.055 mmol g-1 



AUTHOR (S) : 
CORPORATE SOURCE 

SOURCE : 

PUBLISHER : 
DOCUMENT TYPE : 
LANGUAGE : 
AB 



DW h-1 at .mu.=0 h-1 when gluct^B uptake rate was 10 mmol g-1 DW^^-i; and 
IFN-. alpha. 1 and EPO synthesis rates decreased, resp., 1.70- and^^75-fold 
when ***citrate*** was used as the carbon source. The flux 
distributions showed that the amino acid ***compn*** . of the proteins 
influence the prodn. Leucine appears to be the most important amino acid 
for both IFN-. alpha. 1 and EPO prodn. Consequently, pyruvate seems to be 
the crit. main branch point and B. pasteurii seems to be the favorable 
host for therapeutical protein prodn. due to the high leucine uptake 
capacity. The results encourage the discussion on the potential 
strategies for improving prodn. of IFN-. alpha. 1 and EPO, and further 
enable us to assert medical hypothesis in order to support the immune 
system of the human body against the deficiencies of the synthesis of 
IFN-. alpha. 1 and EPO in the human cells. 
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TZ, 
LU, 
MR, 



CU, 
IL, 
MA, 
SI , 
BY, 



UG, ZW, AT, BE, CH, CY , 



MC, NL, PT, SE, TR, BF, 
GN, GW, ML, MR, NE , SN, TD , TG 
US 2001-853731 20010511 
EP 2000-110355 A 20000515 
invention relates to a liq. pharmaceutical compn . comprising 
oietin protein, a multiple charged inorg . anion in a 
cally acceptable buffer suitable to keep the soln. pH in the 
about 5.5 to about 7.0, and optionally one or more 
cally acceptable excipients . This compn. is esp. useful for 
axis and treatment of diseases related to erythropoiesis . 
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Sustained release drug compositions containing a 
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Ltt Institute Co . , 
PCT Int . Appl . , 34 
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Patent 
Engl ish 
1 



Kitagawa, Aki; 



Ltd . , Japan 
pp. 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



WO 2001078682 A2 20011025 

WO 2001078682 A3 20020418 

W: AE, AG, AL , AM, AT, AU , AZ , 



WO 2001-JP3287 20010417 
BA, BB, BG, BR, BY, BZ, CA, CH , CN , 



RW: 



CO, 
HR, 
LU, 
SD, 
YU, 
GH, 
DE, 
BJ, 



CR, 
HU, 
LV, 
SE, 
ZA, 
GM, 
DK, 
CF, 



JP 
US 



2002003398 
2002019336 



CU, 

ID / 

MA, 

SG, 

ZW, 

KE, 

ES, 

CG, 
A2 
Al 



CZ, 
IL, 
MD, 
SI, 
AM, 
LS, 
FI, 
CI, 



DE, 
IN, 
MG, 
SK, 
AZ, 
MW, 
FR , 
CM, 



DK 
IS, 
MK, 
SL, 
BY, 
MZ, 
GB, 
GA, 



MN, 
TJ, 
KG, 
SD, 
GR, 
GN, 



PRIORITY APPLN. INFO. 



20020109 
20020214 



DZ, 
KG, 
MW, 
TM, 
KZ, 
SL, 
IE, 
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JP 
US 
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KP, 
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TR, 
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2000- 203850 

2001- 834103 



FI, 
KZ, 
NO, 
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TJ, 
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MC, 
NE, 



GB, 

LC, 

NZ, 

UA, 

TM 

ZW, 

NL, 

SN, 



GD, 
LK, 
PL, 
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AT, 
PT, 
TD, 



GE, 
LR, 
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SE, 
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RO, 
UZ, 

CH, 
TR, 



GM, 
LT, 
RU, 
VN, 

CY, 
BF, 



20000705 
20010412 

JP 2000-115091 A 20000417 
JP 2000-203850 A 20000705 
AB The invention relates to a ***compn*** . providing sustained release of 
a drug, the ***compn*** . including (1) a mucopolysaccharide, e.g., 
chondroitin ***sulf ate*** or hyaluronate, a carrier protein, such as 
. gamma . -globulin, albumin, fibrinogen, histone, etc., and a drug or (2) a 
mucopolysaccharide and a protein drug, such as, ***erythropoietin*** 
granulocyte colony stimulating factor, thrombopoietin , antibodies, 
interferons, etc. For example, Na chondroitin *** sulfate* * * and human 
. gamma . -globulin were mixed in a wt . ratio of 1:4, 1:3, 1:2, 1:1, and 2:1, 
resp., with the concn . of the chondroitin being fixed at 1% of 

***compn*** . wt . The pH of the pptg. soln. was lowered to .apprx. pH 3, 
and an insol . product was obtained by centrif ugat ion . The harvested 
insol . product was then suspended in a ***phosphate*** buffered saline 
(pH 7.2) for a release test. ***Compns*** . with ratio of 1:2 and 1:3 
provided release of more drug than other ratios. 
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Method for obtaining lyophilized pharmaceutical 
compositions of recombinant human erythropoietin 
stable at room temperature 

Carcagno, Carlos Miguel; Criscuolo, Marcelo; Melo, 
Carlos; Vidal, Juan Alejandro 

Sterrenbeld Biotechnologie North America, Inc., USA 



PCT Int. Appl. 

CODEN: PIXXD2 

Patent 

English 

1 



11 pp. 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



DM, 
KE, 
MN, 



WO 2000027419 Al 

W: AE, AL, AM, AT, 

CZ, DE, DK, 

IN, IS, JP, 

MD, MG, MK, 

SK, SL, TJ 

RW: GH, GM, KE , 

DK, ES, FI, 

CG, CI, CM, 
PRIORITY APPLN. INFO. : 

AB The present 

compn. comp 

95 % of its 

invention a 

erythropoie 
REFERENCE COUNT: 



20000518 
AU, AZ, 



EE, 
KG, 
MW, 



ES, 
KP, 
MX, 



BA, 
FI, 
KR, 
NO, 



WO 1999-US26237 19991108 



BB, 
GB, 
KZ, 
NZ, 



BG, 
GD, 
LC, 
PL, 



BR, 
GE, 
LK, 
PT, 



BY, 
GH, 
LR, 
RO, 



CA, 
GM, 
LS, 
RU, 



CH, 
HR, 
LT, 
SD, 



CN, 
HU, 
LU, 
SE, 



CR, 
ID, 
LV, 
SG, 



CU, 
IL, 
MA, 
SI, 



BE, 
SE, 



CH, 
BF, 



AT, 
PT, 
TG 

A 19981106 
A 19990223 



CY, 
BJ, 



DE, 
CF, 



LS, MW, SD, SL, SZ, TZ , UG , ZW, 
FR, GB, GR, IE, IT, LU, MC , NL , 
GA, GN, GW, ML, MR, NE , SN, TD , 
AR 1998-105608 
AR 1999-100677 

invention relates, in general, to a lyophilized pharmaceutical 
rising recombinant human erythropoietin, which retains at least 

biol . activity after 24 mo at room temp. The present 
lso relates to a method for producing a recombinant human 
tin compd . , which is stable at room temp. 
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SOURCE : 
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PCT Int. A] 
CODEN: PIXX 
Patent 
English 
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63 pp. 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



WO 2000024893 

WO 2000024893 

W: AE, AL, 
CZ, 
IN, 
MD , 
SK, 
BY , 
RW: GH, 
DK, 
CG, 

CA 2345882 

EP 1123313 
R: AT, 
IE, 

JP 2002528465 
PRIORITY APPLN. INFO 



DE, 
IS, 
MG, 
SL, 
KG, 
GM, 
ES, 
CI, 



BE, 
SI, 



A2 20000504 
A3 20000914 
AM, AT, AU, AZ, 
DK, DM, EE, ES, 
JP, KE, KG, KP, 
MK, MN, MW, MX, 
TJ, TM, TR, TT, 
KZ, MD, RU, TJ, 
KE, LS, MW, SD, 
FI, FR, GB, GR, 
CM, GA, GN, GW, 
AA 20000504 
A2 20010816 
CH, DE, DK, ES, 
LT, LV, FI, RO 
T2 20020903 



WO 1999-US24435 19991018 



BA, 

FI, 

KR , 

NO, 

TZ, 

TM 

SL, 

IE, 

ML, 



FR, 



BB, 
GB, 
KZ, 
NZ, 
UA, 



BG, 
GD, 
LC, 
PL, 
UG, 



BR, 
GE, 
LK, 
PT, 
UZ, 
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CA, 
GM, 
LS, 
RU, 
YU, 



CH, 
HR, 
LT, 
SD, 
ZA, 



CN, 
HU, 
LU, 
SE, 
ZW, 



SZ, TZ, UG, ZW, AT, BE, CH, 

IT, LU, MC, NL, PT, SE, BF, 

MR, NE, SN, TD, TG 

CA 1999-2345882 19991018 
EP 1999-955046 19991018 

GB, GR, IT, LI, LU, NL , SE, 



CR, CU, 

ID, IL, 

LV, MA, 

SG, SI, 

AM, AZ, 

CY, DE, 

BJ, CF, 



MC, PT, 



JP 2000-578445 19991018 
US 1998-178292 A 19981023 
WO 1999-US24435 W 19991018 
AB Methods for increasing and maintaining hematocrit in a mammal comprising 
administering a hyperglycosylated analog of erythropoietin are disclosed. 
An analog may be administered less frequently than an equiv. molar amt . of 
recombinant human erythropoietin to obtain a comparable target hematocrit 
and treat anemia. Alternatively, a lower molar amt. of a 

hyperglycosylated analog may be administered to obtain a comparable target 
hematocrit and treat anemia. Also disclosed are new hyperglycosylated 
erythropoietin analogs, methods of prodn. of the analogs, and compns . 
comprising the analogs. 
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APPLICATION NO. DATE 

JP 1999-248013 19990901 
EP 1999-116537 19990824 
GB, GR, IT, LI, LU, NL , SE, MC , PT , 



CN 1999-119245 19990827 
KR 1999-36053 19990828 
NO 1999-4214 19990831 
AU 1999-44866 19990831 
ZA 1999-5601 19990831 
RU 1999-118890 19990831 
BR 1999-3984 19990901 
US 2001-953721 20010917 

1998- 116494 A 19980901 

1999- 385404 A3 19990830 
of polypeptides with 

selected from the group 
tors, growth factors, 

interleukins , and 
tances to form ionic 



EP 
US 



very systems 
olypept ides 
teogenic fac 
ietin, G-CSF 
ipathic subs 



complexes in formulating aq. j^^compns*** . alpha . -Interferon in Tris 

buffer (pH 7.4) was dialyzed in a soln. contg . deoxycholic acid BHi 
phosphatidylserine and formulated with a soln. contg. NaCl, Na 

***phosphate*** buffer soln. and deoxycholic acid for injection. 
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1998 


0223 
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DE , 


DK, 


ES, 


FR, 
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IT, 


LI, 
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NL, 
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LV, 
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20000822 
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19990212 



TM 



AB 



The present invention relates to a liposome-based formulation of 
***erythropoietin*** comprising: (a) an effective amt . of an 
***erythropoietin*** ; (b) a lipidic phase contg. (1) lecithin or 
hydrogenated lecithin, (2) optionally, a charged electropos. or 
electroneg. lipid compd., and (3) cholesterol or a deriv. thereof selected 
from cholesterol esters, polyethylene glycol derivs . of cholesterol 
(PEG-cholesterols ) and org. acid derivs. of cholesterols ; and (c) a 

* **phosphate*** buffer. The liposome-based parenteral dosage form of 
the invention is prepd. by means of an ethanol injection technique. The 

***compn*** . avoids the need for use of human serum albumin and exhibits 
superior stability. A liposome-based dispersion contained 

***erythropoietin*** 1 million IU, hydrogenated soya lecithin 0.5, 
cholesterol 0.1, Na dipalmi toylphosphatidic acid 0.04, ethanol 0.5, 
NaH2P04.cntdot.2H20 0.1164, Na2HP04.cntdot.2H20 0.2225, NaCl 0.584, and 
purified water to 97.9371 g. 

4 THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



REFERENCE COUNT: 



L9 



ANSWER 9 OF 18 CAPLUS COPYRIGHT 2 0 02 ACS 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



1999:78461 CAPLUS 
130 : 144219 

Water-in-oil microemuls ions containing cholesterols 
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Patent 
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PATENT NO. KIND DATE APPLICATION NO. DATE 



JP 11029464 A2 19990202 JP 1997-181237 19970707 

PRIORITY APPLN. INFO.: JP 1997-181237 19970707 

AB Water-in-oil microemulsions contain oils, surfactants mainly contg . 

oligomeric surfactants, cholesterols , and H20. The microemulsions are 
esp. useful for carrying peptide pharmaceuticals or water-sol. and 
nonabsorbable low-mol.-wt. compds . A microemulsion was formed from a 

***compn*** . contg. cholesterol 0.06, polyoxyethylene (10 mol ethylene 
oxide) hydrogenated castor oil 9.94, * * *phosphate* ** buffer 5.5, 
***erythropoietin*** 0.0001, and iso-Pr palmitate to 100 wt . % . 
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Foetal fluid balance and hormone status following 
nephrectomy in the foetal sheep. 
Moritz K M; Macris M; Talbo G; Wintour E M 
Howard Florey Institute of Experimental Physiology and 
Medicine, University of Melbourne, Parkville, Victoria, 
Australia . 

CLINICAL AND EXPERIMENTAL PHARMACOLOGY AND PHYSIOLOGY, 
(1999 Nov) 26 (11) 857-64. 
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Australia 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
199912 

Entered STN: 20000113 
Last Updated on STN: 20000113 
Entered Medline: 19991216 
1. The role of the kidneys in the maintenance of normal foetal plasma (FP) 

* * ^composition* * * and hormone concentrations was examined in the present 
study. Five ovine foetuses were chronically cannulated and nephrectomized 
(nephx) at 100 +/- 1 days of gestation and maintained for 14 days. These 
were compared to five intact control foetuses. 2. Four hours after nephx, 

FP renin concentrations were significantly lower than in control foetuses. 
By 4 8 h, renin concentrations in nephx foetuses were below the level of 
detectability of the assay. Foetal plasma aldosterone concentrations 
declined in nephx foetuses, but were not significantly different to those 
in control foetuses (P = 0.08) . 3. During the second week, the nephx 
foetuses were significantly hypoxic, but FP * * ^erythropoietin** * 
concentrations were not increased. Adrenocorticotropic hormone (ACTH) and 
Cortisol concentrations, when measured on day 14, were not different 
between the two groups. Adrenocorticotropic hormone levels were correlated 
with adrenal weight at post-mortem. 4. Foetal plasma creatinine, magnesium 
and ***phosphate*** concentrations in nephx foetuses increased, 
eventually reaching values approximately twice that in controls. Foetal 
plasma chloride levels decreased continuously in nephx foetuses, 
eventually being 23 mmol/L lower than controls. Maternal plasma 

* * *composit ion* * * was unchanged. 5. Total foetal fluid (amniotic + 
allantoic) volumes were reduced when measured at post-mortem on day 14 
after nephx. The ** Composition* * * of both fluids was significantly 
altered in the nephx foetuses compared with controls. 6. Fetuses can 
survive in utero for 2 weeks after bilateral nephrectomy. However, there 
are multiple changes in plasma * * *composi t ion* * * that may compromise 
foetal survival in the long term. 
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19960603 


wo 


1996 
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of forming 


and using said *** 



AB A ***compn*** ., and methods ot forming and using said ***compn* 
., for the sustained release of non-aggregated, biol . active, 

* * *erythropoietin*** (EPO) is disclosed. The sustained- release 

***compn*** . of this invention comprises a polymeric matrix of a 
biocompatible polymer and particles of biol. active, aggregation- 
stabilized EPO, wherein said particles are dispersed within the 
biocompatible polymer. The method of the invention for producing a 

***compn*** . for the sustained release of biol. active EPO, includes 
dissolving a biocompatible polymer in a polymer solvent to form a polymer 
soln., dispersing particles of biol. active, aggregation- stabilized EPO in 
the polymer soln., and then solidifying the polymer to form a polymeric 
matrix contg . a dispersion of said EPO particles. The method for using a 

***compn*** . of the invention is a method for providing a 
therapeutically effective blood level of biol. active, non- aggregated 

***erythropoietin*** in a subject for a sustained period. In this 
method, a subject is administered an ED of the sustained release 

***compn*** . of the present invention. A soln. contg. EPO 10.0, 
ammonium ***sulf ate*** 66.8, 5 mM ***citrate* * * /5m Mphosphate (pH 
= 7) 22.1, inulin 1.1% was lyophilized. Microspheres contg. above 
aggregat ion- stabi 1 ized EPO were prepd . from poly ( lactide -glycol ide ) 
(50:50, mol . wt. 10,000 Da). 
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US 
WO 



1992-885307 
1995-473544 
1995-477725 
1995-478502 
1995-483318 

1995- 521744 

1996- US8526 
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AB 



A ***compn*** and methods of forming and using said ***compn*** 

., for the sustained release of non-aggregated, biol . active, 

* * ^erythropoietin*** (EPO) . The sustained release ***compn*** . of 
this invention comprises a polymeric matrix of a biocompatible polymer and 
particles of biol. active, aggregation-stabilized EPO, wherein said 
particles are dispersed within the biocompatible polymer. The method of 
the invention for producing a ***compn*** . for the sustained release 
of biol. active EPO, includes dissolving a biocompatible polymer in a 
polymer solvent to form a polymer soln. , dispersing particles of biol. 
active, aggregation- stabi lized EPO in the polymer soln., and then 
solidifying the polymer to form a polymeric matrix contg. a dispersion of 
said EPO particles. The method for using a ***compn*** . of the 
invention is a method for providing a therapeutically effective blood 
level of biol. active, non-aggregated ***erythropoietin*** in a 
subject for a sustained period. In this method, a subject is administered 
an ED of the sustained release ***compn*** . of the present invention. 
One example ***compn*** . contained EPO 10.0, ammonium ***sulf ate*** 
66.8, ***phosphate*** buffer with 5mM *** citrate* * * 22.1 and 
inulin 1.1%. 
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Patent 
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KZ, 
PT, 
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INFO.: US 1995-478502 A 19950607 

US 1992-885307 B2 19920611 
WO 1996-US8474 W 19960603 
AB A ***compn*** ., and methods of forming and using the ***compn*** ., 
for the sustained release of non-aggregated, biol . active 

* **erythropoietin*** (EPO) are described. The sustained-release 
***compn*** . comprises a polymeric matrix of a biocompatible polymer and 
particles of biol. active, aggregation-stabilized EPO, wherein the 
particles are dispersed within the biocompatible polymer. The 

***compn*** . for the sustained release of EPO is produced by dissolving 
the biocompatible polymer in a polymer solvent to form a polymer soln., 
dispersing particles of biol. active, aggregation-stabilized EPO in the 
polymer soln. , and then solidifying the polymer to form a polymeric matrix 
contg. a dispersion of the EPO particles. Thus, a formulation contained 
* **erythropoietin*** 10.0, ammonium ** *sulf ate** * 66.8, pH 7 5 mM 
***citrate*** / * * *phosphate* * * buffer 22.1 and inulin 1.1%. 
Microspheres contg. the above aggregation-stabilized 

***erythropoietin*** formulations were prepd. from polyglycol ide - 
polylactide. The immunoreactivity of the EPO in these microspheres was 
detd. by extg . the protein and analyzing by RIA. 
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Patent 

Japanese 

1 



7 pp. 



PATENT NO. 



KIND DATE 



19941122 



APPLICATION NO. DATE 
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AB Implant-type pharmaceutical ***compns 
hormones (e.g. * * *erythropoiet in* * * ) 



JP 1993-139066 19930517 
JP 1993-139066 19930517 

*** . contg. water-sol. peptide 
for slow-release are prepd. by 



filling physiol. active water-sol. peptide hormones mixed with vehicle 
selected from gelatin, albumin, collagen, fibrin, hyaluronic acid, 
chondroitin * * *sulf ate* * * , alginic acid, gum arable and dextrin into a 
. ltoreq. 1mm outer diam. tube made of insol . biodegradable polymers such 
as polylactic acid. The prepns . can be implanted into patients by 
injection for slow- release . 
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TITLE: An improved met! 

erythropoietin 
anemic patients. 
Inoue N; Wada M; Takeuchi M 

Pharmaceutical Laboratory, Kirin Brewery Co., Ltd., Gumma, 
Japan . 

BIOLOGICAL AND PHARMACEUTICAL BULLETIN, (1994 Feb) 17 (2) 
180-4 . 

Journal code: 9311984. ISSN : 0918-6158. 
Japan 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
199407 

Entered STN : 19940721 
Last Updated on STN: 19980206 
Entered Medline: 19940708 
An improved method for the purification of human ***erythropoietin*** 
with high in vivo activity from urine was developed. This method involved 
ion-exchange, gel permeation, affinity chromatography, and reverse-phase 
chromatography but did not involve any stabilizing procedures. The 
purified human urinary ***erythropoietin*** showed a single broad band 
with a molecular weight between 37000 and 39000 Da on sodium dodecyl 

***sulf ate*** polyacrylamide gel electrophoresis, and had an in vivo 
specific activity of 160000 IU/mg comparable to that of human 

***erythropoietin*** produced in recombinant Chinese hamster ovary 
cells. We found that omission of the phenol treatment and ethanol 
precipitation which are usually used in the purification of human urinary 

* * *erythropoietin* * * greatly improved the biological activity of the 
final product. Phenol treatment followed by ethanol precipitation did not 
affect the amino acid ***composition*** but decreased the apparent 
molecular weight and N-acetylglucosamine content of human urinary 

★ ^erythropoietin*** . These findings suggest that phenol treatment 
followed by ethanol precipitation does not restore * **erythropoietin** * 
with high branched sugar chains which would have high in vivo specific 
activity as reported previously (M. Takeuchi, et al . (1989) Proc . Natl. 
Acad. Sci. U.S.A. , 86, 7819-7822). 
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***compn*** . for parenteral and local administration 
soln. of * * *erythropoietin* * * and a .beta.- or 
.gamma. -cyclodextrin hydroxyalkyl deriv. The ***compn*** 
formulated into a lyophilized or spray-dried form. The ***compn* 
is stable over a long period of time and allows self -administration for 
the treatment of anemia (no data) . An injectable soln. contained human 
recombinant * * ^erythropoietin* * * 4000 U, NaCl 3.59 mg, Na 

***citrate*** .2H20 5.8 mg , citric acid.H20 62 .mu.g, hydroxypropyl 
. beta . -cyclodextrin 100 mg, 1 N NaOH or 1 N HC1 q.s. to pH 6.9, and water 
to 1 mL . 
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=> s polyol or mannitol 

L10 129664 POLYOL OR MANNITOL 



=> s arginine 

Lll 321133 ARGININE 



=> s methionine 

L12 220810 METHIONINE 



=> d his 



(FILE 'HOME' ENTERED AT 17:56:14 ON 3 0 DEC 2 0 02) 

FILE 'MEDLINE, CAPLUS , BIOSIS, EMBASE, SCISEARCH, AGRICOLA ' ENTERED AT 

17:56:41 ON 30 DEC 2002 
LI 69852 S ERYTHROPOIETIN 

L2 1520 S LI (P) MODIF? 

L3 36 S LI (P) PEGYLATED 

L4 7 S LI (P) PEG (P) CONJUGATE 

L5 43 S L3 OR L4 

L6 671 S COMPOSITION (P) (LI OR L2 OR L5) 

L7 2147453 S PHOSPHATE OR SULFATE OR CITRATE 

L8 26 S L6 (P) L7 

L9 18 DUPLICATE REMOVE L8 (8 DUPLICATES REMOVED) 

L10 129664 S POLYOL OR MANNITOL 

Lll 321133 S ARGININE 

L12 220810 S METHIONINE 

=> s 19 (p) (L10 or 111 or 112) 

PROXIMITY OPERATOR LEVEL NOT CONSISTENT WITH 
FIELD CODE - 'AND' OPERATOR ASSUMED 'L85 (P) 1 
PROXIMITY OPERATOR LEVEL NOT CONSISTENT WITH 
FIELD CODE - 'AND' OPERATOR ASSUMED 'L87 (P) ' 
PROXIMITY OPERATOR LEVEL NOT CONSISTENT WITH 
FIELD CODE - 'AND' OPERATOR ASSUMED * L8 9 (P) ' 
L13 1 L9 (P) (L10 OR Lll OR L12) 

:=> d 113 1 ibib abs 
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INFO. : 

The title ***compns*** . comprise a water-sol., pharmacol . active 
peptide in combination with a * * *sulf ate* * * group-contg. acidic 
mucopolysaccharide and/or a desulfated * * *modi f icat ion* * * thereof to 
produce prolonged pharmacol. effects without adversely affecting the 
activity of the peptides. An injection soln. contained human 

***erythropoietin*** 3000 IU, * * *mannitol * * * 25 mg, human serum 
albumin 1 mg, and physiol. saline 2 mL . To 1.14 mL of the resultant soln. 
was added 1.14 mL of a 1% chondroitin ***sulf ate*** , followed by 
thorough mixing. 
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LI 69852 S ERYTHROPOIETIN 

L2 1520 S LI (P) MODIF? 

L3 36 S LI (P) PEGYLATED 

L4 7 S LI (P) PEG (P) CONJUGATE 

L5 43 S L3 OR L4 

L6 671 S COMPOSITION (P) (LI OR L2 OR L5) 

L7 2147453 S PHOSPHATE OR SULFATE OR CITRATE 

L8 26 S L6 (P) L7 

L9 18 DUPLICATE REMOVE L8 (8 DUPLICATES REMOVED) 

L10 129664 S POLYOL OR MANNITOL 

Lll 321133 S ARGININE 

L12 220810 S METHIONINE 

L13 1 S L9 (P) {L10 OR Lll OR L12) 



=> log y 

COST IN U.S. DOLLARS 
FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
78 . 57 



TOTAL 
SESSION 
78 .78 



DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 
CA SUBSCRIBER PRICE 



SINCE FILE 
ENTRY 
-9. 91 



TOTAL 
SESSION 
-9.91 



STN INTERNATIONAL LOGOFF AT 18:11:36 ON 30 DEC 2002 



